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EFFICACY OF ISOTRETINOIN IN ACNE VULGARIS

N.S. Walia
Department of Dermatology & STD, 153 General Hospital c¢/o 56APO, Pin: 901205 India

("Abstract : Isotretinion wasfirgt introduced in India just over 5 years back. In this prospective study, efficacy and side effects
of isotretinoin are evaluated in Indian subjects managed in a mid Sized service hospital. Cases of nodulocystic acne, therapy
resstant severe acne received 0.5 ng of isotreintinoin per kg per day for a period ranging from 4 to 10 weeks, a total mean
cumulative does of 24.2 kg. A total of 14 subjects were treated with isotretinoin 12(86|%) patients achieved the
therapeutic goal and2(14[g}s poor compliance or significant side effectsforcing their withdrawal fromthe study. Adverse
effectsoccurredin all the patients, but led to discontinuation of the drug in only one case. Theclinical Sde effectsweresimilar
to those reported in literature except for minor differencesin prevalence. Elevation of plasma triglyceride levelswas the most
dgnificant laboratory adverse effect. The drug induced prolonged remission of active acne fromlesions occurred in all cases
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\that completed the therapy.

J

INTRODUCTION

Acnevulgarisisacommon skin diseese affecting nearly 80 percent of dl
people between the age of 11 and 30 years'. Increased sebum production
abnormal keratinization, Propionibacterium acne proliferation and
inflammation affect the pilosebaceous follicles epecidly on the face,
neck and upper trunk?. Most casesaremild but it can persstand resultin
disfigurement and permanent and permanent scarring in over 50% of
cases’. Itisoften associated with serious adverse effects onlpsycho-socia
development resulting in emotiona stress, withdrawa from society and
depression’. Modes of trestment include topica anti inflammatory and
pedingagents, ord and topicd antibiotics, hormonal agonistsantagoniss’.
Theintroduction of 13 cisretinoic acid or isotretinoin has revolutionized
the management severe cases of canto routinetrestment. Isotretinoinisa
gyntheticvitaminA and oguebe ongingtothedassof retinoids. | sotretinoin
istheonly drug thet actson dl the pathogenic factors of acne. It wasfirst
usad to treat severereca citrant nodylocystic acneand has gradudly been
accepted for other forms of severe acne as well® It has recently been
launched in India and we report our experience with this drug in the
Armed forcesin the Indian setting.

MATERIAL AND METHODS

In this prospective study, 14 subjects treated with Isotretinoin a& MH
Secunderabad were evauated. The aim of the study wasto establish the
place of Isotretinoin in the trestment of acne and to noteits dinica and
laboratory sde effect in our setting. Inclusion criteria were @) severe
nodulocystic acne b) fulminas ) acne resistant to conventiond therapy.
All subjectsweresubjected todetailed dinica assessment including details
of earlier therapy and advised remova of provocative/ aggravaing factors
(Tablel). The drug was administered in the standard dose of 0.5 mg/ kg
body wt vis 20-40 mg / day as OD/BD schedule with medls rounded off
to the nearest available preparation’. Topica antibiotics wee the only
other medications used during Isotretinion thergpy. The end point of
therapy was reduction of more than 80% inflammatory lesons, a tota
cumulaivedoesof 120mg/ kgbody wt or sideeffectswarranting soppage
of the drug.

Reevant hematologicd and biochemicd investigetions were done prior
to the Ingtitution of the drug and after completion of therapy. Subjects
were assessed at 1-2 weeks interva while on thergpy and at 2-4 week
intervalsafter completion of thetreatment. Petientswere cautioned about
the sde effects of the thergpy and asked to report back immediatdly if
they devel oped any untoward problem. Women of child bearing agewere
warned againgt concelving and advised suitable contraceptive measures
prior to initiation of therapy, during trestment and for one month after

completion.
RESULTS

Twelve (12) of the 14 subjectsweremaeswith mean ageof 21 years Alll
subjects had received conventiona therapy earlier in the form of
doxycyclineand topica erythromycin/ dlindamycinor benzoyl peroxide
/ retinoic ecid.

Table-1: Patient profile and Indication of Isotretinoin Therapy

S.No. Age Sex | Di i Previous Therapy
1 17 M Resistant Acne Doxycylice+Tretinoin Gel
2 24 M Resistant Ac Doxycylice+Tretinoin Gel
3 19 M Resistant Ac Doxycylice+Tretinoin Gel
4 16 M Nodulocystic Mino cycline+Adalplene Gel
Acne
5 18 M Nodulocystic Mino cycline+Adalplene Gel
Acne
25 M Resistant Ac Doxycylice+Tretinoin Gel
7 26 M Nodulocystic Mino cycline+Adalplene Gel
Acne
8 22 M Resistant Ac Doxycylice+Tretinoin Gel
9 21 M Resistant Ac Doxycylice+Tretinoin Gel
10 22 M Resistant Ac Doxycylice+Tretinoin Gel
11 18 M Resistant Ac Doxycylice+Tretinoin Gel
12 17 M Acne Fulminans Minocycline /
Amoxycillin/Clarithromycin+
clindamycin / Benzoyl
peroxide Gel
13 31 F Nodulocystic Mino Cycline + Oral
Acne Contraceptive + Adalpene
Gel
14 18 F Resistant Ac Dopxycyline + Tretinoin Gel

Response to therapy was seenin dl patients after 2-3 weeks. Decreased
ailiness of skin due to reduction of sebum wasthefirst change. Pustules
and papules decreased in a few weeks with decreasein gppearance of
new lesions and diminution of existing lesions. 2 subjects were required
to be administered the drug for 4 weeks, 8 for 6 weeksand 1 for 8 weeks
depending on the dinica response. The maximum duration of thergpy
was 10 weeks in one patient. The drug was stopped in one subject after
oneweek ascompliance could not be assured.In our study, on an average
isotretinoin wad required to be taken for just over 6 weeks to achieve
good thergpeutic results. The cumulaive does in the mgjority of cases
was only 15-35 (mean 24.2) mg/kg much below our initid anticipation.
Improvement continued after soppage of the drug establishing an overdl
response of 86% of our patients reaching the end point of our therapeutic
god (table2) Anoccas ond fresh papul egppeared especidly after stopping
therapy in most subjects but regressed spontaneoudy or with topoical
erythromycin / dindamycin or benzoyl peroixide. None of the subjects
required asecond course of isotretinoinin afollow up period of 6 months
-11/2 years.

Correspondence: Lt. Col. N.S. Walia, Classified specialist (Dermatology & STD), E-mail: nitingargi @hotmail.com



192

Table 2 Clinical Effects of Isotretinoin Therapy

S.No. | Isotreinoin | 2 weeks | 4 weeks 6 weeks 8 weeks 10 weeks | Duration
dose (mg / of
a) therapy
(weeks)
1 30 Dryness | Lesions Lesions 04
Reduced* Reduced*
2 40 - No new 06
Lesions
3 30 B Lesions 04
Reduced*
4 30 - No new Lesions 06
Lesions Reduced*06
5 30 - No new Lesions 06
Lesions C .
3 40 = Dryness Lesions 06
Reduced*
7 30 B Poor o1

compliance
therapy stopped
8 40 B Increased 02
Triglycerides —

therapy stopped

9 30 N No new Lesions 06
Lesions Reduced*

10 30 “ No new Lesions 06
Lesions Reduced*

11 30 - No new Lesions Lesions 08
Lesions Reduced*® Reduced*

12 30 - Dryness No new Lesions Lesions 10

lesions Reduced*® Reduced*®

13 30 - No new Lesions 06
Lesions Reduced*

14 20 N No new Lesions 06
Lesions Reduced*

*End point reached

Challitisof varying degreewas observed in dl subjects. 12 to 14 subjects
developed dryness of face and lipswithin 2 weeks of drug therapy. 2 of
these 12 patients developed xerostomia. All subject required petrolatum
goplication on the lips after the first few weeks of therapy and was
recommended to dl subject asaroutine. Sideeffects observed with lesser
frequency were pamoplantar desquamation headache photophobia and
arthrdgia’. Blood countswerewithinnormd limitsinal subjects. Serum
triglycerideswere raised in 1 subject (450 mg dl) 2 weeks after initation
of therapy which led to discontinuation of the drug (Table 3). The effect
of thedrug at is 8 weeks after sopping the drug some of the earlier cases
prolonged effect on afollow up of oneto one and ahdf years (Teble 4).

Table 3: Sde Effects of |sotretinoin Therapy

SNo. | Cumulative 2 weeks 4 weeks 6 weeks 8 weeks 10 weeks
dose (g / kg
body wt)
1 16.0 Cheilitis Cheilitis / Cheilitis / Dryness Cheilitis / Dryness. Regressed
Xerostomia
2 250 Cheilitis Cheilitis Controlled with Regressed Regressed
Petrolatum
3 17.0 Cheilitis Cheilitis Regressed
4 242 Cheilitis Palmoplantar Controlled with Controlled with Regressed
Petrolatum Petrolatum
5 210 Cheilitis Dryness. Dryness Dryness Controlled with
Petrolatum
6 240 - Cheilitis / Dryness | Xerostomia Regressed
7 Poor - Therapy stopped
8 074 Increased Tg__| Therapy stopped
9 233 Drynes / Photophobia Regressed
cheilitis
10 233 Drynes / Cheilitis Regressed
cheilitis
i 302 Drynes / Headache Palmoplantar Drynes / cheilitis Regressed
cheilitis i
12 350 - Dryness cheilitis Palmoplantar Drynes /
cheilitis
13 27.0 Dryness Arthralgia Arthralgia Regressed
14 24.0 cheilitis Dryness Headache Regressed

Table 4: Follow up of Isotretinoin Therapy

S.No. 3 months 6 months 9 months 12 months 15 months 18 months
1 No fresh Occ fresh Occ fresh Occ fresh lesion | Occ fresh lesion*
lesions lesion lesion*
2 Oce fresh Oce fresh Oce fresh lesion | Occ fresh lesion
lesion lesion
3 No fresh Oce fresh Oce fresh
lesions Iesion lesion*
4 - Occ fresh Occ fresh lesion
lesion
5 B Oce fresh
lesion*
6 Occ fresh Occ fresh
lesion lesion*
7 No follow up
withdrawn
from study
B No follow up
withdrawn
from study
9 Occ fresh Occ fresh Occ fresh lesion | Occ fresh lesion Occ fresh lesion | Occ fresh lesion*
lesion lesion
10 No fresh Occ fresh Occ fresh lesion | Occ fresh lesion Occ fresh
lesions lesion lesion*
11 Oce fresh Oce fresh Oce fresh lesion | Occ fresh lesion | Oce fresh lesion | Oce fresh lesion®
lesion lesion
12 Occ fresh Occ fresh Occ fresh lesion | Occ fresh lesion Occ fresh
lesion lesion lesion*
13 Oce fresh Oce fresh Oce fresh lesion | Oce fresh lesion*
lesion lesion
14 No fresh Occ fresh Occ fresh
lesions lesion lesion*

* follow up lost thereafter
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DISCUSSION

Of dl thetherapeutic moddlitiesnow available only isotretinoin dtersthe
natural course of the disease. It reduces the sebum secretion and this
effect persstslong after topping the drug. Prolonged remission hasbeen
noted after isotretinoin therapy

|sotretinoin thergpy was only initiated in the most recalcitrant cases of
acne. An excdllent to good response was observed in dl our subject.
Some of our earlier disillusoned cases dramaticaly improved with this
moddlity. The cumulative does in the mgority of cases was only 15-35
(mean 24.2) mg/kg much below the recommended schedule”. Peak
improvement wasseen a 4-8weeksafter cessation of therapy. Theefficacy
persgted fairly long after sopping the drug. Our earliest cases continued
to sudtain the effects even more than one and ahdf years after stopping
thedrug. Thisoutcomeisnot observed with any other treatment anddso
decreases the total cost of thergpy. Initid literature gives a long term
remisson rate of 61% at theend of nineyearswith only 23% requiring a
second course of thergpy. It is difficult to predict the future requirement
of acourseof isotertinoin asfactorsrel ated to rel gpseincludelong duration
of complaints, presence of severe truncal acneand is higher in femdes
older than 25 years. Higher rdlgpse rates are dso noted to be within the
firgt 3yearsand patientsadministered isotretinoin < 0.5 mg/kg per day or
cumulative does< 120 mg/ kg Recently progpective studieshave shown
isotretinoin to be equdly effective in lower doses in combination with
other topical / sysematic drugs Intermitent isotreinoin therapy has dso
emerged asaviabledternativeto control milder formsor relgpsesinacne
2 Unfortunately follow up in our patientswas only possiblefor anover a
year on anaverageinadeguateto clearly envisagethefuturerequirements
of isotretinoin. However, our results are in accordance with \current
recommendationsof |ow doseisotretinointherapy toavoiditssdeeffects 2
No sgnificant Sde effectswere noted in any of our patients. Xerosisand
chelitisare are extensons of the thergpeutic effects of the drug and were
eadly controlled by moisturizing agents. These were correponding to
thosementionedinliteraturebeing limited to skinand mucusmembranes.
Metabolic changes and arthraglia were detected earily and reversed on
stopping thergpy. Therisk benefit ratiowasclearly infavour of our patients
inview of thelow total dose, mae sex predominance and short duration
of therapy.

Itisthusconcluded that isotretinoinisasafeand highly effectivetherapy,
cgpable of producing remisson in severe forms of acne. Howevey, its
optimum dose and idedl therapeutic regimen scheme are ill under
discusson and many long follow up studiesin different groupsof patients
would findly decide the best schedule for long remissonswith the least
adverse effects.
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